ullous pemphigoid (BP), the most common subepidermal autoimmune blistering disease, is characterized by autoantibodies targeting the 180-kD BP antigen (BP180, BPAG2, or type XVII collagen) and/or the 230-kD BP antigen (BP230 or BPAG1). 1 The elderly are more frequently affected, and the associated morbidity is significant. In a recent study, pruritus, urticaria, and tense blisters were reported as the 3 main clinical pillars of BP. 2 Diagnosis of BP is commonly based on the combination of clinical presentation, histopathologic features, direct immunofluorescence (DIF), and the serologic detection of autoantibodies by indirect immunofluorescence (IIF) and/or the identification of the involved autoantigens. 1-4 Previous studies have described patients with pruritus and immunopathologic findings of BP but no blister development. 5-9 As a result, pruritus alone or nonbullous skin lesions are frequently misdiagnosed as xerosis, a drug reaction, dermatitis, renal impairment, liver impairment, or scabies in elderly patients.
bination of clinical presentation, histopathologic features, direct immunofluorescence (DIF), and the serologic detection of autoantibodies by indirect immunofluorescence (IIF) and/or the identification of the involved autoantigens. [1] [2] [3] [4] Previous studies have described patients with pruritus and immunopathologic findings of BP but no blister development. [5] [6] [7] [8] [9] As a result, pruritus alone or nonbullous skin lesions are frequently misdiagnosed as xerosis, a drug reaction, dermatitis, renal impairment, liver impairment, or scabies in elderly patients.
In this study, we describe a series of patients with immunopathologic findings of BP who had pruritus sine materia or pruriginous skin lesions without blisters.
Patients meeting the criteria were selected from the biobank database of the Center for Skin Blistering Diseases in Groningen, the Netherlands, from 2002 through 2012. The inclusion criteria were no blisters, with either depositions of IgG and/or C3c along the basement membrane zone (BMZ) in the n-serrated or indefinable pattern or a positive salt-split skin (SSS) analysis with binding to the epidermal side of the blister, in combination with a positive NC16A or BP230 enzymelinked immunosorbent assay (ELISA).
We included 1 patient with SSS-epidermal binding without any other confirming positive test for BP. This patient was included because of clinical features correlating with pruritic non-BP and after exclusion of other pruritic disorders (eg, eczema and drug reactions).
Lesional, perilesional, and/or nonlesional skin biopsy specimens were studied by DIF for BMZ depositions of IgG, IgA, IgM, and C3c, as described previously.
4 Sera of patients were tested by IIF on monkey esophagus and human SSS substrate. 4 Immunoblot analysis was performed with an extract of cultured human keratinocytes as described previously. 3 The anti-NC16A and anti-BP230 ELISA (both from Medical and Biologcial Laboratories, Co, Ltd) were performed according to the protocols of the company. Index values less than 9 U/mL were considered negative.
Report of Cases
Of the 15 patients who met our inclusion criteria, all reported severe itch and comprised 11.5% of all patients diagnosed with BP in our biobank (N = 130). Mean age at onset of symptoms was 78.9 years (range, 44-93 years). Except for 2 patients (aged 39 and 64 years), all were older than 70 years. Mean age at diagnosis was 81.7 years (range, 39-95 years). Mean delay of di-
IMPORTANCE
In the literature, patients with bullous pemphigoid have been reported to have itch without blisters. Clinical observations in these patients have varied from eczematous or urticarial to papular or nodular skin lesions. Here we investigated the spectrum of clinical variants.
agnosis was 2.8 years (range, 6 months to 11 years). In 1 case, the patient had pruritic symptoms lasting 11 years that were considered eczema prior to the correct diagnosis. The mean follow-up time was 2.2 years (range, 3 months to 8 years). Twelve patients had pruritus and excoriations with pruriginous skin lesions comprising eczematous lesions, urticarial plaques, erythematous papules, or nodules ( Table 1) . The distribution included the extremities (n = 7), trunk (n = 2), and generalized locations (n = 3). In 3 patients who had only pruritus sine materia, linear excoriations were the only visible manifestation of disease ( Figure) .
Eleven patients had at least 1 biopsy specimen with a positive DIF that had IgG and/or C3c BMZ deposition. Seven patients had an n-serrated pattern (patients 1, 2, 5, 7, 12, 14, and 15), while 4 patients had an indefinable (patients 6, 8, 9, and 13) pattern. Direct immunofluorescence was performed on lesional skin (6 of 7 positive), perilesional skin (3 of 5 positive), or healthy skin (2 of 7 positive) ( Table 2) . In 1 patient, DIF from perilesional skin was negative but positive from lesional skin. Four patients had a negative DIF but a positive IIF showing IgG circulating autoantibodies on monkey esophagus and SSS (epidermal binding). Immunoblot on BP180 was negative in all but 1 patient; immunoblot on BP230 was positive in 5 patients. NC16A ELISA was positive in 5 patients (range of index, 13-29 U/mL) and BP230 ELISA in 9 patients (range of index, 16-71 U/mL) ( Table 2) . Routine histology performed for 12 patients was nonspecific or showed spongiotic dermatitis with eosinophils. In all patients, treatment was started with a potent topical corticosteroid application over the entire body: clobetasol propionate cream, 0.05%, or mometasone furoate cream, 0.1%. The dosage of the potent topical corticosteroid was 20 g/d in the first month, 20 g every other day in the second month, 20 g twice a week in the third month, and 20 g once a week in the fourth month. Six of 15 patients reached clinical remission while receiving this treatment. Methotrexate at a dose of 5 to 15 mg/wk in combination with a 5-mg dose of folic acid 2 days after intake was given in 6 of 9 patients who did not respond to topical corticosteroid treatment (Table 1) . Five patients reached clinical remission while receiving this treatment. The sixth patient did not tolerate methotrexate due to facial edema. Additional treatment with 20 mg/d prednisolone in combination with mycophenolate-mofetil, 500 mg/d , also appeared insufficient. One patient (patient 11) died of cardiac failure that was not related to the disease or treatment. Three patients who did not respond to topical corticosteroid treatment reached clinical remission on low-dose oral prednisolone (5-7.5 mg/ d). One received additional azathioprine (100 mg/d).
Discussion
Bullous pemphigoid may start with pruritus in the prodromal stage, while blisters develop weeks or months later. 2, [10] [11] [12] [13] [14] In a Swiss study population, 20% of 160 patients diagnosed with BP did not have blisters. 15 In the literature, patients have been reported with itch combined with immunopathologic findings compatible with BP but without the formation of blisters, when followed up for several months or even years. [5] [6] [7] [8] [9] 11, 14, [16] [17] [18] [19] In previous studies, most of these patients were older than 70 years, with a follow-up of 4 months to 6 years. In the present study, the mean age was 81.7 years. According to the definitions from an international expert panel, pruritus is considered a sufficient symptom for the diagnosis of BP if the immunologic criteria are met.
2
Pruritus is also a component of the subjective Bullous Pemphigoid Disease Area Index. often positive than NC16A ELISA. In our study, more positive DIF results came from biopsy specimens of lesional skin than those of perilesional or healthy skin. In 1 patient, perilesional DIF from healthy skin was negative, while lesional DIF from a papule was positive. Future studies should point out if a lesional DIF biopsy for this group of patients is indicated, instead of a perilesional biopsy, which is recommended for BP.
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Histopathologic analysis is nonspecific or shows spongiotic dermatitis with eosinophils, which can be suggestive of BP. [5] [6] [7] 17 In the literature, there is no unanimity on how to name this subset of patients. The coined terms include pruritic pemphigoid, pemphigoid nodularis, papular pemphigoid, prurigo nodularis-like pemphigoid, nonbullous BP, prodromal BP, and BP incipiens. [5] [6] [7] 9, 20, 22, 23 In our opinion, the latter 2 terms can be used only retrospectively when blisters have appeared. Fur- propose the term pruritic nonbullous pemphigoid to distinguish it from classic BP. 2 We propose to rule out cases of nonbullous BP by direct immunofluorescence, indirect immunofluorescence, and ELISA whenever possible. A second, increasingly significant practice gap is the occasional detection of anti-BP230 and/or anti-BP180 IgG and, rarely, IgE in elderly patients with pruritic disorders who never had blisters. 5, 6 Several retrospective case reports have shown that IgG autoantibodies against the BP180 and BP230 autoantigens are not restricted to patients with BP but are also in elderly patients who do not yet fulfill all the immunoserologic criteria to establish the diagnosis of BP.
5
In these individuals, anti-BP230 IgG is detected more frequently than IgG autoantibodies against BP180 (Table) . As stated before, elderly patients with pruritic dermatoses of Related article page 950 unclear origin should undergo biopsies for histologic analysis and direct immunofluorescence of perilesional or pruritic skin in general for. Moreover, patients' serum samples should be tested for BP autoantibodies by indirect immunofluorescence or ELISA. Patients with a negative direct immunofluorescence but a positive BP ELISA or indirect immunofluorescence result need to be monitored more closely, since they are presumably at a higher risk of developing BP.
In conclusion, it is critical to identify patients with nonbullous BP or elderly patients with pruritic dermatoses at risk of developing BP at an early stage, since they are prone to an increased mortality rate that may be reduced by early therapeutic intervention.
